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(54) COMPOSITION FOR SKIN CARE, THERAPEUTIC AGENT FOR DERMATOSIS AND OINTMENT BASE 

(57) Abstract : 

PROBLEM TO BE SOLVED: To obtain the subject composition capable of sufficiently exhibiting 
efficacies of ceramides and a phytosph i ngos i ne affecting skin and excellent in skin 
permeab i i I i ty and humectact power without adverse effects by using only the same natural 
substance as a human skin cellular membrane. 

SOLUTION: This composition comprises (A) ceramides (preferably a derivative of sphingosine, 
sphinganine or a phytosph i ngos i ne) , (B) cholesterols (preferably cholesterol or cholesterol 
sulfate), (C) a first fatty acid (e.g. a 6-25C saturated or unsaturated fatty acid), (D) a 
triglyceride, (E) lecithin and (F) a phytosph i ngos i ne (derivative) (preferably 
phytosph i ngos ine, N, N, N- tr i methy I phytosph i ngos i ne or the like). The formulating ratio of 
the respective ingredients based on the total amount of the composition are preferably 1-10 
wt. % of the ingredient A, 40-50 wt. % (preferably 1-10 wt. %) of the ingredients B and C and 
1-5 wt. % of the ingredients E and F. 
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>=rv>&tf/XI4:7-r hx?^ :>>g§^<*£ 
fflrEfBJ£ft£S4>'l -1 OSM%IE^£;h,TU£c<!:£ 
mid:. 

[11*315] IfflE-fe^ 5 KHI4, 
E*UD**>^7fflffifi£B3o 

[W*fli7] iWEje 2 a>Bgitt»i4* 

6-25 <&te»XI4^fi&a8Sitt»-efc£ d t £4$ 
« t f h «* « 6 tm<D X * > 7 ffl ^fiJc^o 
[IS*II8] ffjffizi UXfP- ;USI4. 

□ uxfp-ik ni/Xf p-;i,x;i/77-h&i/3U 

h^7-f>5y>OS, N, N, N— hU^^U^ 

[1***1 1] H*«1 ffi«(&x*>*7ffifflfiE«B£# 
tCtt»ti:fiSll*»»j|«|. 

[H*9ii 2] his. *fg. iz#txa>*«ffl-c* 

1 1 E*<D£ftftAftftftl. 
[»*Ei 3] MXHi fBi£<Dx*>^7fflMf£^£^ 



[000 1 ] 




f £X*>^7 (skin care) ffi*fli$% (f ttfc^ftA 
[0 0 0 2] 

[0 0 0 3] KMnitftiflMM:, 
T?ft<, n»(D*iMR^£mitr«XS«AJ9ll»S (Sk 

in Barrier) Oill**fcLt^4. tt*Lfcftl»l*. 

[0 0 0 4] JK«l4»*l^»(Dfl»±1»lc8tt5* 
Jh/Cfey. &B^jE*3(fflB« (Normal Bacterial Flor 

a) lcM^^fc^(0JS*iffliS1*i*<ftSHlcfc^Ci:3b< 

8]£>*L"Cl*«& [Tannock, G. W. , in "Normal Microflor 
a" (Eds. Chapman &.Ha II), pp3~ 8, 1995] 0 Z(0tz 

[0O0 5] j£JS<D*gjil4. (Basal layer) 

t>ft<b$BflS (Keratinocyte Cell) ClS££"ei-*Mb L 
fc. ftJk (Dermis) ^(/^fi (Epidermis) A^t8/££ 
^X^o *$Iw^jK0)gHBI4ftHH (Stratum Corenum) 

A (Lipid Lamellar Bi layer) flUSlC^foT *5 y . &Ji 
/g^zJ:oT^MMfi£^^C^^ort^^o -JSC:, «J>fl§ 

k (Phospholipids) «jiaaaBfia)±KfiK»-c. m 

K (Ceramide) a>#*«J&<Jaft]*".&o X + >^7 
4 0%. □UXfPHl/2 5%, fiM2 5%, 3 UX 

irP— h 1 0%^ibfg/££*L£ o 
[0 0 0 6] -b^s K(MMa>*#lftRih{:« fllff 

v> (Phytosphingosine) 14. ftRJB*<Z>#^*l4d^ft 

i^. fls^^&Afli^^yiEWttiBsitftt-atasa 

(Bibel, D.J. et a I . , "Topical sphingol ipids in an 
tisepsis and antifungal therapy", CI inicaland Expe 
ri mental Dermatology (1995) 20, pp. 395-400 ; Bibe 
I, D.J. et al. t "Antimicrobial Activity of Stratum 

Corneum Lipids from Normal and Essential Fatty Ac 
id-Deficient Mice", J Invest Dermatol (1989) 92. p 
p.632-638, ; Bivel, D.J. et a I . , "Antimicrobial Ac 
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tivity of Sphtngosines". J Invest Dermatol (1992)9 
8, pp. 269-273, ) 0 
[0 0 0 7] &tz. T h t°— t£j£ &m (Atopic dermati 

t.s) ut\ m*<D&®f£m&ftnmmmi&i$.o)iEi$ 

LtzM&0>mm<. Bimm^ (Dermatolog 
y ) t <btt RftWHz fc If 4«ffc ft h L- > K 1 ft o T 

(Mao-Qiang M. Feingold KR. Thornfeldt CR, Elia 
s PM, "Optimization ofphysiological lipid mixtures 
for barrier repair", J Invest Dermatol (1996)106 
, pp. 1096-1101) o 

[0008] zotzdb. mnmnmnt?* h*z?4> 
^is^*m^&^*^^rmW:&(F>m§z&mftt lx& 

vtzwi'ttztbizit. ftii^siL, *)>mmx+mf$.2 
fttz&mpi&<DMj&m£tmM^&!&mtf&z> 0 zotz 
tbiz. f^mm^mmnmm^m-r^mmm cupidLam 

ellar) m&<Z>m5£tf*th ^ti^> 0 
[0 0 0 9] LfrU '&&<D**>'T7Mf$.mZ. ir^ 

#i\ tfuz^u =i — ;u/-x^y— ;u<DJ:dftJ£J§ 

^CD^^^C^$^l^^j<!:a^O;^»^»J<tCD^^ffilC e fc 

I"J^ffi^t>*J^^^1l(7)P^ll^Cri>fc (de Gro 
ot AC, Weyland JW, Nater JP : Unwanted effects of 
cosmetics and drugs used in dermatology. In : de G 
root AC, Weyland JW, Nate JP (eds. ) . Elsevier, Amst 
erdam, 1994, 3rd. ed. . pp. 770) 0 

[ooi o] ^(Dmm&zmkr&tztb. ^m^Rif®. 
m&\zmtitz. -tz^ ^ ^mumm-t^s. k (Pseudo c 

eramide) L tzWl^mm. £ ftX C^Xb 

m&it&mizm%\zwm$ti. ±KMz*ite^ti^x 

[0 0 1 1 ] 



»ic3B»*i±«fcA(^ ±ao>B!uijai*»*-r«i»aift 
am * ««-r & c <t * g m t r £<, 

[0 0 1 2] 

t°K (sphingoiipid) os!iffi*+»(3»a-r*fc«>. & 

[0 0 13] *a«<D«Ej£ttl*« ft»H$fflflSPp1(7)±^/S 

— ^tl^ofc»#IXf****ffiSttffl*fl6fflLftl^ C 
(Dtz&b. ftj»awtt*<K<. Hf^ffi/i<ftt^a»^IHIB 

[0 0 1 4] ^B^iMii, -fe^== KS (fft+p 

> =T V > (Sphingos ine) , Z^~J ^ >7J~— > (Sphingani 
ne) . 7>f hX?^ V> (Phytosphingosine) (Dt£ 

5K1 % 2. 3, 4. 5. 6U 6 I I <DH t ^£*T.£o 

[0015] *3§BJJIc«/BL*:-fe^5 K^Sttlcli. o 
C-fbi ) . (it 2) . ab3) ft^*<»rf&*i*. 

[0 0 16] 1. X^-f >a*i/>fi§»{* 
[0 0 1 7] 

[<bi ] 



[0 0 1 
[OOI 
Ht2] 



8] 
9] 



OH 

f 



CH 3 (CH2) 12 -CH=CH-CH 



CH-CH 2 0H 
NH 



2. >*-->Bl^{* 



OH 



(ftl) 



CHjfdyM-CH-CH-CHiOH 



(it 2) 



.NH 



[0 0 2 0] 
[00 2 1 ] 



R 

3. hX^-f >zf->>S3H* 



(ft 3) 



[ft 3] 

OH OH 

I I 

CH 3 (CH2) 1S -CH-CH-CH-CH 2 0H 
NH 

<K 

R 

[002 2] C:T. Rltm.mm<6~2 5T-fe-5tafQ 
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[0 0 2 3] *mW\Z&m£*ltz7'< >zf->> 

(7>$Uba£7KS14£;Btf>£fca^ o^cojzd&^tt^M 

[0024] i. 

[00 2 5] 2. P1^7j-> MT^-^Atl) 

T\ N, N , N-h'J>f^7^ hX7^>iv> (N, 
N, N-Tr imethy I phytosph i gos i ne) £ pa jSt L tz 0 

[0 0 2 6] 3. =r V^T^L^iXsZt 4 4 >=f:>> 

(WT. TAPS^ISt) 

[0 0 2 7] *^ICte^L7c=l UXiF-Q— (fft 

IrI — CO^it^^-T^-tZ^ ^ Kt&jfcB (Liquid Lamellar 
Crystallization) <7)JfcEJc£#]|-f\ C<D;$||££^b£ 

— K □l/Xf P-^ = X^vt-h (Cholesterol 
hemi succ i nate) ^Fftl^tco 

[0 0 2 8] **Wf::tefflLfc8BWW±. g*flt&6~2 
[0029] **Wiztt/BLfcy>JBW4* 2tia{£2i*!l 

(Penetration enhancer) &Lf^b#J£ L T a)Sp D B 0)$ 

[00 3 0] ZC0^5f^M/S^^fc;g^^{4. -fe^SK 

Hf^ffl*<3S<. jK*«attat/«a*iw»*«*Lfcttj|i 

(Therapeutic Act i ve I ngred i ents) <t(D$g;llt£ 
«P;S«ffl»S<7)ffirSS!SlJ (Pre-Formulation) t LX t 



[O 0 3 1 ] 

[0032] «3ena)«fiK«(4. fknmmmm<D3LWtfL 

[0033] Airaa>iuui«4Rjft'r«BKa)iBic^ 
pbxfPHk agBfi»sewsLr. ffliiSK*tt5c-r4 

a" LT % »S(Z)— «-efe*U?KV— A (Liposome) £§g 
[0 0 3 4] L^U «*BSfcJ*#£LT*D?>*i-Cl* 

§2) o>j«a*s-r*x+>VTffldia3&<*»T?#fco 

[0035] **»lC«HLfc-b7 5Ktt, X70i 

[0 0 3 6] *«Bi:ttfflLfc-b7 5 KRVitlctiu o 
^(DUbi). Gb2) . Ub3) S>*l4. 
[0037] 1. x^>r >=fv>R3H* 
[0 0 3 8] 

[<b1 ] 



(ft 1 ) 



OH 
I 

CH 3 (CH2) 12 --CH=CH--CH-CH-CH 2 OH 

in 

[0039] 2. 77^ " [0042] 

[O0 4O] [<b3] 

»t2l OH OH 

f H CHa(CH2) 13 -CH-CH-CH-CH 2 OH (ft 3) 

OtyCH^-CH-CH-CHjOH ... (ft 2 ) nr 

NH 0=<( 

0=( R 

N R [0 0 4 3] CCf. RI*gt§?tll&A<6~2 5T-fc-5>f&ft 

[004 1 ] 3. hx7^>j-»Rsnt: Rif*t&mmmvfo<-), *m%ufemm<D®$\t-mm 




Bit a xii ys &(:i7K8£& c <h *><M£ L l\> 
[0 0 4 4] Mie-tz^ ^ KS§^{*<BIE^Sl£. &J£Ltz 

1 OSS%CDiGS<t-r^)C<t/)<^^Lt^ 

'J-feU K#l/U:>^><Die^gr4. *^<D^j£<t£KD 1 

[0 0 4 5] *^B^|z($fflL^=J L/Xf JUUtt, n 
UXf P-ik n bXf P-;i/XJl/7 7 - hR(/a L/X 

&Zttfft&L<. K(7)MSf3^LT4 0-5 0 

[0 0 4 6] **B^fzfl6fflLfc8IKKrcli. Ki^6~ 

<. 2fiiu±?g^LrftfflLTt<tiv mmmo^mm 
it. n&timo-i ~i oma°/o(7)^H7b<$?^L<. m^® 

t7 5KlllC^Lt4 0-5 0li 
[0 0 4 7] ^^BJCOM/^)cfelC0^it^Zfcl^r. ft MSB 
5 K : =3 UXfP-^S : JSfifiK£2 : 1 : 1 OMSJt 

[0048] *3gWcflEfflLfc:7-<' hX70iv>S 

D 74 hx^-r >=r-»s**k-e«ffl-r«^ 

It, N, N, N-h'J>f^7^ hX7-f>5y>(D 
4) "rV^T^l^)^ 4 hX7>f>ay> (TAPS) 

[0049] *58l«ICttfflS;Kfc:7-r hX70iy> 

[0 0 5 0] 1. WMtM 
ttfcffil^T* pHWftT!ft««i|$MLfco ttffi 

Lfc»littHb**xl**r«» (ML «-XI*i9-tK 




L^U h77^ >zf J: U *4>IMI 

[00 5 1 ] 2. »>r*> 

N, N, N-h'J^fJ^^hX7^>iy> (N, 
N, N-Tr i methy I phytosph i gos i ne) JpJ L tz 0 
[0052] 3. f h77tf;i/7^ hX7^>ify> 
(TAPS) 

74 hX7^>=iy>^b^LtffifflLf:o 

[0053] 74 hx7>f>3v>it ftKnaflan 

[0 0 5 4] Uv^>!4. ±*lO)lS6lS»f*y, 

fcJK**ait>A^<'r*ai^b#J (Softener) . 

(Skin Penetration Enhancer) <t L T ft 

[0 0 5 5] **Mlr»*Ll^t,(7>tt. Mft*3ttt*# 
*LTs TkSMb (Hydrogenation) Xli*UMb (Hydroxy 
lation) S*ifc3— Kfit (Iodine Value) tf20ffl'&T+ 

[0 0 5 6] *36Mlw«fflLfc***f±. fiSllzSttA^ 
ft«MK$«aL»«&L^ttK«ttitftK»M (Vehi 

de) ^matLtzo xnw<D»mmt* cKDttmcj: 

[0 0 5 7] <iz3 S KR»*(0»J6*a> 
74 V7.74 >zf*>>£x£y — JUfc&frLfcflL 
fcSL SETT-x^y-i^^L, T-b h An*. 

%) o 

[005 8] 2. N, N, N- h l )**Jl,74 V7s7 4 

5SaO)etK-^ h'J^A (Sodium Carbonate) £ 3 
^ib>^;U (Methyl Iodide) £*DiL 7 RMSSE****" 

Ltitf), K«*1i-rBrMa)«B«*»fc (tt* : 7 01 

fi%) o 

[0 0 5 9] 3. T A P S(7)iSit75;i 
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&o ^7KK^ (acetic anhydride) 5 i^M* fcfcW%s\Z 
¥ : 9 5li%) o 

[0060] ut. mmm\zmr5^x^BM^mi^mz 
[0061] <mm$u >*nmm<D**^'T7mmf£ 

[O062] ^f, BaK*S£. h'jyj-bU K5 glcx 

Lfco 2g*8 0t*t»iSjft 

fc8L hX7>f >=T->>2 g&tf?l&0. 8g» 

4xfc*ffi*BBKfil::l**lc<:b5u 8 0°CT*3 0#WI« 

[0 0 6 3] <SIJfi«2>BiRffi* % h'jyUtU K5 
gl-XTT-'J >8£2 g SJniL. 8 Ot^T^^f: 
it. :&£$W^±lzmmLt-tZ?>V. =3 bXf PHI, 

HSLfco 7Kt§tt. ^g7K8 2. 3g$8 0°C^t^ 
hX7O3*y>2g&tf}LB0. 7g 



fc*«£BBjt*Blcffi*lCjia;U 8 0°CT?2 5#|«fllj$ L 

fee 

[0064] <|fett«3>BBKtB£. h'J^Jt»JK3 
g izxf7U>8i g$to^., 8 o°c*-e»ffl*-B-fc 

3g. TAPS2gMt75K5g$llD^ »»-T* 
£T'«#L*:&. bvf>2g^P^t^^ fltft 
L^<btUY>»1 gM'J7U>il g^^^fcfil 

aanAtnuLfe. ^s*8o g ^8o°c*r- 

[0 0 6 5] ^B^(Zj: L JSig^+tyz*i«^(it h(DJ^ 

£t!\ »(«S*LfcjKfl|«iaBia)«7cS«il+*««i:Lr 
[0 0 6 6] <RKfli >Sfefcfli ic«ky»&*Lfc«« 

JiJBlCI OiiJa±CD®^ (Comedo) A**±Lfc1 5A(D 
*)BS«1 -C»aftLfnJSfllfflffl*«5* 1 0 3 0 

(8k S&tfSJt««r) foSsMifc^c^ 6-1 

[0 0 6 7] 3 LT. lz£ZfUtiL<D3k&tfS!> 

£8ftttfHl:LfcSL atttitStf (Skin Surface Hydro 
meter. Skicon-200. lbs Inc., Japan) ^^I^TH^Ue 
»tt**JE Lfcfg»*« 1' IC**. 

[0 0 6 8] 

H1] 









51. 2±6. 6 


200. 5±9. 7 



aporimeter, Epi. Servo Med$t£k ^Ol — fls") 
fflLfc. ftRJg£2lifiL-t«5teLfc7K# (TEWL, Trans- 
Epidermal Water Loss) (01$ SHE Lf:g$$$ 2 dip 

*2. 



"To 

[0 0 7 0] 
[S2] 



#<»'>l. zcocti*. *&m<M&ftto 





iWL (gmVh) 




ttCfft 


50. 5±2. 5 


10. 1±3. 2 



[0 0 7 2] <Rtt012> 
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2-i. Mttti iccky»&*tfcffl*t)ifl!)a««i=»-r« 
flMBXtt 

*K»«-ei*. fi««BB»i(D»* sase-r « c <t i= * 

Schulte and Domen joz(7}}j;££— ofl&fi L 

[0 0 7 3] -S^mC0Sprague-Daw!y^(7)£tttSm* 
&^L. ;^2 2±2°C, ilS 5 0 ± 5 %<7)iaWai«ft 

Sl*»3lz*-r<fc5i::#l1\ &m^tlz 5EE-To||g|L 

>h>>hg#J (Ointment base) SS4Lfco 



[0 0 7 4] *X5(D«*aMaa>4££ 'J •y/*— (Clip 
per) r*$IJU. X— ^UT'ffcgfcU 7 0%7^Hl/t* 

|-; v p v orS*gPfi[(7)K)S^^f4^^X (Surgical knif 
e) T*2cmV)ffiLtz'&. 0. 5 cmffiR8(=tt$ Lfco 
lfljit(&fctf>. ta±ffl#E3BHI^fcy 1 B 1 \Bffiftto& 
St (Intra-Muscular Injection) Lfco RtSttlX£¥fflr 

aa^ iBH-sasMLfc, ¥«5b8l m 
u a*ae»-etii««a)»**aiSLfc (c.K.Kimet 

al. J. Kor. Pharm. Sci., Vol. 27. No. 2. 139-143, 
1997) . (R. Schulte and R. Domen joz. Med. Pharmac 
ol. Exp. 16. 453-458. 1967) D HSJJlfeeSSTE 

[0 0 7 5] 
[*3] 



S3. SAfflSfffft 



[0O7 6] I0i3l:^lfc^^b. SE!fi«i-eW 

[0077] <umm3 > 

iM □ U& m 3E & I = £ * flR □ /^flBtb JR 

*KK«-(?f4. J^J§^It^6mmCDHft^lC^)yi5y. «]|» 

»ffi(Da5c*»i3e-r*cticj:y. aa^AMffi^ii^ 

fco C(7>^;4I4. Wakita<fif <7)^56^— spaa urstiiis 
Lfc. 

[0 O 7 8] — Si**<DSprague-Dawley&*X5 SflEffl 
U ;^2 2±2°C, Ig5 0±5%<Bffl»«ttftf*-e 

[0079] *X5<a»iMMfta>s6S$ y u//*--e#J 
u 7 o%r;u=i— jur*JK*S>H«Lfc«. s«^&3 







*«n(«jkHi) 


100. 

125 

150 



Zs=J- (Biopsy Punch) T'lttg 6mmC0R^fC^J y St oTH 
m^^^tco fi»lfcjt(0*:tf>. R£»IS4aiBI:hfcy 
1 B 1 H«rtl*StltLfc. KttttK£¥ft3Bfr& 1 B 

ia-3iii«Lfc, nmnm'&4 

B. 70, 1 0 BBIcai^7-<;UA*«PB?ffifce*S 
T?4 0 0%tt*Lta?Lfc», ^(DMS^/liJ^-T^C 

fclc«fcy3M> % 7&«*liog?a)<): 5 left* Lfc« 
[0 0 8 0] (%) = [1 - (aSB0ii»/i 

BgCOSft) ] * 1 O 0 

(*>f > > KSSlJ) £8-5- Lfc (H. Wakita et al. 
J. Invest. Dermatol. 110 : 253-258, 1998) 0 

[00 8 1 ] 
»4] 



84. Sa«&ai£fcU;aSnf&«a* 



1 1 icty 







49 


70 


lOfl 




15.2 


43. 4 


80. 2 




16. 6 


52. 7 


92. 5 


*£ff(SSf!l) 


22. 5 


61. 0 


96. 2 



i 



*«e«ttl::«*i*fc*K (fill) XteffilSfgn 
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(♦#) 

17/02 

17/10 
599125423 

*a>*K 440-746 XOt 
>yf< ^zl > K> 300 X> 

27513 



F I 

A 6 1 P 17/02 
17/10 

(72)$BW# ti>va~> JrA 

*StKS VO;U 135-110 Ji>i-J±7 

h> > h 115-1203 
F$ — A(##) 4C076 AA06 BB31 CC05 CC18 CC19 
DD19 DD41 DD43 DD46 0D52 
DD63 DD70 FF34 FF67 
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